Background: Immune incompetence may lower host surveillance against incipient tumours. Conversely, immune therapies have emerged as a promising therapeutic approach to cancer. Malignancies thus constitute an important aspect of the safety of biologics as used in Rheumatology, including agents targeting TNF, CD20 and IL6, and immunomodulation using CTLA4. Whereas previous reports concerning TNF inhibitors (TNFi) and risk of malignancies in rheumatoid arthritis (RA) have mostly been reassuring, risks with other biological disease modifying anti-rheumatic drugs (bDMARDs) are less studied. Objectives: To assess the risk of malignancies in patients with RA treated with bDMARDs. Methods: Through linkages of Swedish national and population-based registers we assembled cohorts of patients with RA initiating (Jan 2006 through Dec 2014) a first ever treatment of tocilizumab, abatacept, rituximab, or a TNFi, one cohort of patients initiating a second TNFi, one cohort of biologics-naïve csDMARD Abstract OP0101 - treated RA. Through linkage with the Swedish Cancer Register information on incident cancers was collected. Outcomes were defined as a first ever solid or hematologic malignancy excluding non-melanoma skin cancer (NMSC) during follow-up. Patients with a previous malignancy were excluded. Patients were followed from treatment start until death, emigration, outcome or end of follow up (Dec 2014). Hazard ratios were calculated using Cox-regression adjusted for age, sex, educational level, comorbidities, sero-positivity, number of hospitalizations and days spent in inpatient care, use of prednisolone at baseline, use of nonsteroidal anti-inflammatory drugs (NSAIDs) at baseline, number of prescription drugs at baseline, and sick leave and disability (yes/no) the year before cohort entry. Results: Adjusted for age, sex, disease-and treatment characteristics (see above), and educational level, there were no statistically significant differences in risk of a first solid or hematologic malignancy between initiators of tocilizumab, abatacept, rituximab, or a first-or second TNFi, and RA patients treated with csDMARDs. Background: Opportunistic infections (OI) during treatment with abatacept (ABA) have been previously reported but are lacking a comprehensive analysis. Objectives: To present the overall incidence rates of OI and herpes infections observed in patients (pts) receiving ABA using combined clinical trial data. Methods: OI adverse events were summarized from 16 clinical trials (both placebo-controlled and cumulative abatacept exposure); all pts randomized to placebo were on a non-biologic DMARD. Incidence rates (per 100 person-years [p-y]) were calculated by the number of pts experiencing the first event divided by the total number of p-y of exposure. The p-y of exposure was censored at the time of the first event, death, discontinuation or end of study. Random effects metaregression was performed across the trials to estimate the frequency of OI after adjusting for between-study heterogeneity. OI were identified using a pre-specified list in the setting of biologic therapy for patients with RA. Criteria for consideration were based on type, location of the infection and causing organism. Excluded from the list were non-specific infections caused by organisms considered to be opportunistic, but common in the general population. Results: A total of 7044 pts with RA with ∼21,330 p-y of ABA exposure were included in the cumulative randomized trial data (Table) . The frequency of OI was 64% lower among pts treated with ABA vs placebo. After adjusting for heterogeneity across studies, the frequency (95% CI) of OI remained lower for the ABA group (0.15% [0.06, 0.42] . Least-squares mean (LSM) between-group differences were determined by mixed-model for repeated measures with treatment, visit, treatment-by-visit interaction and region as fixed effects, and the corresponding baseline PRO scores as continuous covariates. A P-value <0.05 was considered statistically significant for PROs in a predefined hierarchy (ACR components, SF-36 physical component summary [PCS] , FACIT-F and SF-36 mental component summary [MCS] scores). For PROs not in the hierarchy, significance is not claimed. Changes from baseline were compared with published values for minimum clinically important differences (MCIDs). Results: Baseline demographics, disease characteristics and PROs were generally balanced between treatment groups (n=184 sarilumab; n=185 adalimumab). Improvements from baseline to week 24 were greater with sarilumab vs adalimumab across PtGA, Pain VAS, HAQ-DI, SF-36 PCS, Morning Stiffness VAS, RAID and WPS-RA global scores (all P<0.05, statistical significance is claimed only for PROs in the hierarchy; see table). Between-group differences in FACIT-F and SF-36 MCS scores were not significant. Improvements ≥MCID were reported by a greater percentage of patients with sarilumab than adalimumab for HAQ-DI (≥0.22 units), RAID (≥3 units), SF-36 PCS (≥2.5), and Morning Stiffness VAS (≥10) (all nominal P<0.05).
Conclusions:
Sarilumab monotherapy compared with adalimumab monotherapy resulted in greater and clinically meaningful improvements in many PROs, including patient-reported disease activity, pain, physical function, morning stiffness, productivity, health related quality of life and health status. Background: Rheumatoid arthritis (RA) is an autoimmune disease characterized by chronic inflammation that can lead to progressive bone and joint damage. The cytokine interleukin-6 (IL-6) is implicated in inflammatory pathways associated with bone and cartilage degradation in RA. Inhibition of IL-6 signaling by sirukumab (SIR), an anti-IL6 cytokine monoclonal antibody, was shown to significantly reduce structural damage progression, relative to placebo (pbo), in disease-modifying antirheumatic drug inadequate responder (DMARD-IR) RA patients (pts) in the Phase 3 SIRROUND-D study. Objectives: To investigate the mechanism of SIR on joint tissue remodeling, a panel of serum biomarkers associated with matrix metalloproteinase (MMP)-driven interstitial matrix and basement membrane degradation (C1M, C3M, C4M), bone turnover (β-isomerized C-terminal telopeptides of type I collagen, CTX-I), osteoblast formation (osteocalcin/NMID), synovial destruction (MMP-3), and tissue inflammation (MMP-mediated destruction of CRP/CRPM) were assessed in pts with moderate to severe RA from SIRROUND-D. Methods: Serum samples from a sub-cohort of SIRROUND-D (for whom radiographic data were available) were analyzed ad hoc for the following biomarkers: C1M, C3M, C4M, CRPM, MMP-3, CTX, and osteocalcin. Samples from 100 pts treated with pbo and methotrexate (MTX) and 100 pts treated with SIR 50mg q4w + MTX were tested. Biomarkers were measured in all pts at baseline (BL) and Wk 4; samples from SIR and pbo-treated pts (50/group) were tested at Wk 52. Differences between groups were evaluated by comparing within-subject log 2 ratio of Wk 4 or Wk 52 over BL values between treatment groups. Structural damage progressors versus non-progressors were defined based on changes from BL in Sharp/van der Heijde score (SHS) at Wk 52 (≥5 vs <5) . Differences between groups were tested using General Linear Models. Results: SIR significantly reduced serum levels of C1M (-48%), C3M (-30%), C4M2 (-42%), and CRPM (-22%) by Wk 4 vs pbo (P<0.001), with similar reductions observed at Wk 52; MMP-3 levels were more substantially decreased by SIR at Wk 52 (-39%) vs Wk 4 (-20%). In contrast, treatment with SIR resulted in increased levels of CTX-I (+20%) and osteocalcin (+12%) by Wk 4 (P<0.001; Figure 1 ). As 95% of the total study population included in this biomarker analysis did not progress (defined as ≥5 Wk 52 change in SHS), we were unable to demonstrate an association between changes in pharmacodynamic markers and radiographic progression. Nor were significant associations with pharmacodynamic changes with SIR treatment observed for comparisons among patients grouped by Wk 52 changes in SHS of ≥5 (n=5), <5 to ≥0.5 (n=41),
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